1
First, she expresses disappointment because I presumably discarded the thrifty genotype hypothesis. If one reads carefully the Commentary, it will become clear that I am taking the position that the thrifty genotype hypothesis is as such insufficient and too crude to account by itself for the apparent complexity of the biological predisposition to excessive weight gain that we observe in human populations. However, as I have argued, it is not particularly productive at this time to debate the exact nature of the biological predisposition and to speculate on the potential events in our evolutionary history that may be responsible for the presence of such a predisposition. As the net effects of these evolutionary forces that have shaped our genome are faithfully inscribed in our DNA, we just need to be patient a bit more, and the true nature of the pervasive biological predisposition will become self-evident. It may be that a thrifty genotype is part of the landscape but perhaps not.
Second, the notion of a 'survival genotype' is interesting, but it may have little to do with the biological predisposition to obesity. During our evolutionary history, the ability to survive is likely to have been dependent on a combination of factors such as body size, muscular strength and power, endurance and stamina, motor skills, intelligence, communication skills, conflict resolution, immune response, eyesight and a whole score of factors that may have limited or no relationships with body weight regulation and energy balance.
Third, Professor Campbell again raises the view that the cross-sectional comparison of identical and fraternal twins, the kind of studies that she and other colleagues have performed, is the study design that can inform us on the nature of the genetic predisposition to obesity. I happen to strongly disagree with this position. The central question is whether there are individual differences in the proneness to gain excessive amount of weight (typically body fat) when exposed to a standardized overfeeding or energy deficit protocol. No cross-sectional or observational design can even begin to address this complex question. In addition, when the experiment is performed with identical twins, one can infer about the role of the genotype in the responsiveness to either the caloric overload or the caloric deficit. This is analogous to the rodent experiments in which genotypediet interaction effects were so successfully uncovered in many laboratories around the world. Rodent biologists did not rely on observational studies; rather they used highly standardized intervention so that all members of each strain were exposed to the same challenge. They all relied in their studies on inbred strains, that is, each strain included animals that were all genetically identical similar to our experimental twin studies with identical twins. There was no need to add strains in which all animals would share only about 50% of their genes by descent. The two studies cited by Professor Campbell, 2, 3 which are supposed to overcome the limitations of the three experimental twin studies cited in the Commentary, [4] [5] [6] are in our judgment totally irrelevant to the central question of the study. Dr Campbell knows how to enliven a debate, and I have had many enriching exchanges with her in the past. However, in this case, I am sorry that I have to disagree so much with her. This is an area in which nuances are extremely important and appearance can be very misleading.
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